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PROBLEM TO BE SOLVED: To obtain a medicine capable of rapidly attaining an effective level in blood after 
administration and sustaining pharmacodynamic effects for a long period by combining a rapid release 
composition containing a drug with a release controlling composition prepared by coating a core containing the 
drug with a water-insoluble substance and a specific coating agent. 

SOLUTION: This medicine comprises (A) a rapid release composition containing a drug such as an opioid 
analgesic agent, e.g. morphine and having about within 60 min maximum drug level arrival time in blood and (B) 
a release controlling composition prepared by coating a core containing the drug with a coating agent (preferably 
containing a hydrophilic substance such as hydroxypropyl methyl cellulose and an acid) containing a water- 
insoluble substance (e.g. ethyl cellulose) and a pH-dependent swelling polymer (a crosslinked acrylic acid 
polymer or the like). The release controlling composition is prepared by coating the core with the coating agent 
respectively containing about 30-90 wt/wt.% water-insoluble substance, about 5-30 wt./wt.% swelling polymer 
and about 5-40 wt./wt% hydrophilic substance in an amount of about 5-35 wt/wt.% based on the core. 
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(SFC-Labo7n^f ^ hi 
3S) IZAtl. x? J—lVt^Wfc. (®ffit. 4:1) 
fcrjgWLfcb KD^fy7nt/Mf/H:/l'a-^ ( H P 
MC) fci«ILr*«L*W9»ft*»fc. ttHLfcHP 
MC^Mfi. 1»£K*fL3% (w/w) kiii^c 

[0019] HSSfliJ4 (ftftSMfflD Wtt*>W« 

>?'^E ( SFC-Labo 7n^fyhSi) C 

Kit. x-fS-frbfrtoSM (SWifc, 4:1) 
L£b Hadf^robVPy^/Hr^n^X (HPMC) 

«l±. tmmztf L3% (w/w) t^rl-ioCISL 

Jt. <x^^TnhtLtzmmmmz^)i-t)^-x. hp 

-104, WBtl) (70 : 10 : 2 0. SMit) 

fife -ft Wfrl M^2 



1 0 0 g 
4 2 g 
4 0 g 
6 g 
6 g 

?fjf#<±X.K-'f S3- f -f ViT^S (SFC- 
Labo 70^Mi)i:tffWSiIlliHPMC 
SrtJ^^S^Lt 1 0w/w%Tfcl>. 
aBKfix*>'-/i'fc**>«S« («»Jt. 7:1) icx^- 

,ns/un - x . hpmc. s$m# vt?v ;hrs^# 

2 5 0/iiD tfXMMHKftfc**:. 
[0 0 20] £ttffl5 

3 T^PS 1 8 . 5 rag £: »ffetflJ 4 X^tzWM 1 

H*fetflJ 3 W& 6 mg t 4 W& 1 2 9 mg 

nflsw 2 w& 3 7 . 5 mg t mtm 4 -ci**: wa 1 

2 9rag£3^#T-fe;UC3£«U SIRtt«LlS*i:»aSiM 

[0021] HS6W8 mLmm^mm 



24 
14 



mg 



6.7 
1.5 

tK vW of jWjI-o-x 

1.5 



48 
20 

6.5 

1.5 



1.5 



mg 



mg 



48 
20 

6.5 

1.5 



1.5 



Wfr4 *&:fr5 
24 mg 48 mg 



14.2 
4.5 

1.5 

1.0 



20 
4. 



1.5 



1.0 



(8) 



iftM^ 11-139960 



*• 'Jt' rji-f d'JK y 
t: >JifW 6000 

il^SS 2.0 2.0 

*i>» - - 2.0 

xmymr o.3 o.5 o.5 



3.0 

0.5 
1.0 

0.3 



3.0 

0.5 
1.0 

0-5 



ft 



50 mg 80 ng 



[00 22] 

(1) JfiKtAt* 
D-VXh-* 

3-yjM 



48 g 

28 

13.4 

tK'ntWoftttowi 3 
tKn*yr DfiHuKi-a 3gt3<J:t>'il :; GBc 4g 
$-£t^JQ8ig30g£flB;i. ?LI*T'^L^. ttfciirt:* 
^£MEf£«(40'C,16BtlII>f£. 16^7yaCO^-CSat 

[0023] 

(2) ffi»*JVt* 48 8 
IHKCHk 20 
3->7,*-f 6. 5 

<£S&SEth* nf/T of 1. 5 

£3I^Lfcf&s tK n*y7" at' iWHt-J i.5gfc ±1*81518 2 

Lfc. C<7)fi*i*71.5g(C. WJyBW fc^WMSgfcjD 

[00 24] 

(3) «fflKAt* 48 g 
gi&trvP-X 28- 4 
3-H0-f 9 

*• OlfWUs-* 6000 1 

2g. 'Jt' -yl^b" a'JK > 6 gJoil/SS 

W£«J £ *ffiK* (40°C . 16«rfa) ffc, 16* rsxBi&m^ 
SE&Lfc. d«OSfi*89.5glC WJySt??' *i"H0. 54g 

[0025] 



80 mg 50 mg 80 mg 

(4) mmtm 48 g 

ISfttJVD-X 20 

ttBftatrnf'^'nfWW-X 1.5 

*" 'J17WJ3-J1- 6000 0.5 

tK D**r ut' WW-^ 18.*' 'Jt' =*t D'JK V 
3g*iJ:lfiffE» l«Sr*t**»«14g*lllii. ?L»T'^ 
Lfc. »fe<tfc«^t«E)««<40X:.16l*IH)«, 16* 
i»a«*jm*&Lfc. <IOgf45|C71.5gl;, Xf7'J/Sf7? 

[0026] mmm 9 mcit < ^aififfi" > r^^m^ 
( i > mmwnnmw: 

IBBLim 780 g 

neawa-* 144 

108 

fiS»ffit>*D^/7*at: , JVW-X 36 

trwrwma-x 24 

£j&£L*:?£. *' 'JxfK/r 'Ja-rt- 6000 12g*3J:l*}ffE® 2 
4g$r-£tf7j<?§?£290g£jD;L. a' - W 7-iV-MFM-VG-lO 

L 1S.T—A- ^i)tCT»tffit. ^5<f -(QJ-230)t2 
-C&fcUfc. »£ftfc&<tt*£«ESfc»(40* C.16BSH) 

MSA. 4MRU a^fg500~l 250 
1050g£»fc. 

[0027] ( 2 ) T»»tiee^W3a 

tK oW vt Mtmu-l 22. 5g fflq5iK).45g$"t-*i^-)l' 
340ml (80%i*/HKWM) ) (CjfflWS-ttfcSL JW4.05g£# 

tts-efcTJ&ttateWRtfc. ( i ) T&htitzm 

[0028] 



( 3 ) ftm«JWSti& (ttKJPJJR) *5«J:fr{H 

fgg, » UMTl *ftfr3 

lfmn-^(45cps) 11-6 mg 12.2 mg 12.6 mg 

mmmt- 'J 11 'J 4®fi-g# (Mf 373-103) 

1.6 1-6 1.6 

tK o*y7" cf 4-t^D-X 4 4 4 

*• iJlfWJ 3-46000 2.4 1.8 1.4 



(9) 



ftfflW- 1 1-1 3 9 9 6 0 





0.4 


0.4 


0.4 




0.7 


0.7 


0.7 




6 


6 


6 


i*;-*/*(90/io w/w) 


480 


480 


480 



It 506 

[00293 ( i ) mnamncommm i 

88(FD-3S.'V ^ 7 ?)CAn. ttffllM1WKJl»0* 1 

U ffoBcttWfi*»fc. **** SWUiT»»t«&fc** 

S 600-1600^ mO!te»tttl«aft250«t»fc. £«>Wfi 
250g^W0.25g£}l-£U »»ttK«tl«:»fc 
[0030] ( i i ) tfctttt*l&*)«£W 2 

MKFD-3S. a- *>W) fcAiU StffiS'JffllK^Sa*- 2 

i,^ ( i ) i:|S|*«0*8rCtSl»U f&tttiMtt 2^:^25 

[003 1 3 HJfc^J 1 0 j»7" tA^J^O^SfifJ 

uss^s ( 1 ) -cfttzmmftmni ^tmmm9 



,7 mg 506.7 mg 506.7 mg 

( 3 ) ( i i ) "C»fcli8SSCffilB& 2 184mg£ 2 -*§-<9:*:£ $ 

fc. 

[00323 HSfefFiJ 1 1 t7 «#J»*SftW 

(4) -d*fc5*ttttJKU4 40mgi:^lifiCT9 
( 3 ) ( i ) T»fc«l*ffiBlK 1 69mgSr 3^<0*£ $ 
<7>*r tttMl. tagStn-t*60mg£-£-tf*7' **#J 

[00333 rntem 1 2 4/ UflJtf&SSW 

mtkM8 (4) tTOfciMfcttiJffiU 20mgi:^lSffeM9 
( 3 ) ( i i ) -CUfclfctttiHti 2 35mg £ 4 £ $ 

0*T Wt=^L. JSlSW't*30mg£-&tf;>7* *Jl#J£flrt:„ 
[00343 Xftffl 1 3 



JSgStJl-t* 5 mg 

D-vy-HA- 33 

6.7 

fftSJ&Kt K o*y7' oh 1 fctlW-X 1 . 5 

W uW of 1-5 
jS^ig 2.0 

xmvmr mi Q-3 



^2 



10 mg 
28 

6.7 

1.5 

1.5 

2.0 
0.3 



10 mg 
38 

6.65 

1.5 

1.5 

2.0 

0.35 



[00353 

(1) Wmhtl 50 g 

y-'AM 67 
«B««t>*at ! /7'Df WJW-X 15 
*r?ft£-Lfcf£. tK D*y7" Df WW-; lSgfeit/SPEifc 20 
g£-£tf*»i8l50g*iJD;c., n'-W 5-jlU-MFM-VG-IO 

•C,16*!ria)». a* 7-SMP-3S!. EBSifWfflaiflsW) * 

fflW l.OmmO'V yfy?' WJ-y-CSeifi U fifi^fc L/c. 
iC0«S*447g^. *t7!)*BW *y«2.7gSr2lP*.. 

^fi50mg2r5-f-^^^cOi7' tMC^L. i&|£tA<t*?:5m 
s-StsiiT t*£<Q3.000IH*fc. 
[00363 

(2) SfiMttfl-fc* 100 g 
D-7>^Hlr 380 
3->7.^-f 66. 5 
ttHaflEth'at'/rofli^JW-X 15 

£ifr£L7tf3L ty at i5gJo.tr/a5iS 20 

g£-£tf*?£$150g2:fln;t, A'-f*.W 7-iU-MFM-VG-10 



50 mg 50 mg 60 mg 

x:.i6ftia)«. a- 7-5*(p-3sa. Ba*a*ma«xfm) £ 

fflO, 1.0mm W ^'J-VTPiat. Wfttt Ltl. 

H&fcUt. *rt*^a««(6Fffl.rt^)t:J:o. ft*ffl 

lS?&60mg£ 5^7)* # £<7)*7' tJMC^&IS L . fSSctlMlOmg 

£*tr*rM£**ji.500«t#rt:. ftt«K*i30mg£|5] 

7' t*£i|$2,00OlR#Jt. 
[00373 





0) Wl 1-1 3 9960 



